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OFFICIAL CONTROL AUTHORITY BATCH RELEASE OF 
PANDEMIC COVID-19 VACCINE (mRNA) 


1. Introduction 


Control Authority Batch Release of immunological medicinal products is performed within 
the framework of Article 114 paragraph 1 of Directive 2001/83/EC and Article 1 paragraph 
78 of the amending Directive 2004/27/EC and following the current guideline on EC 
administrative procedure for Official Control Authority Batch Release. 


All general and specific Ph Eur monographs pertaining to this product apply. 
2. Sampling and tests to be performed by the Control Laboratory 


The following samples should be supplied to the Official Medicines Control Laboratory 
performing batch release: 


At least 15 single/multi dose containers of each final lot 


The Control Laboratory should perform the following tests: 
On the final lot: 

e Appearance 

e Identity (for each strain) 

e Integrity 


*(if more than one strain, content/ratio of each is measured according to MA) 
3. Protocol submission 


The protocol submitted by the manufacturer should reflect all appropriate production steps 
and controls for a particular product as outlined in the Marketing Authorisation for that 
specific product. A MODEL protocol is given below to help ensure complete and 
harmonised protocol submission. An attempt has been made to list all appropriate production 
steps and controls as required by the various Marketing Authorisations and the relevant 
monograph(s) of the Ph Eur for products of this type. The manufacturer should omit listed 
items that are not required by his Marketing Authorisation and include any relevant additional 
items. It is thus possible that a protocol for a specific product may differ in detail from 
the model provided. The essential point is that all relevant details demonstrating 
compliance with the Marketing Authorisation and the Ph Eur monograph(s) (if 
available) for a particular product should be given in the protocol submitted. 


Results of the tests are required (passed or failed is not sufficient, initial results and, where 
applicable, results of retests should be given). Sufficient detail should be supplied to allow 
recalculation of test values. Specifications for each test and dates when the tests were 
performed should also be included. Results of qualification tests on reference materials 
should be given for each new in-house reference material. 
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3.1 Summary information on the finished product (final lot) 


Trade name: 


International non proprietary name (INN)/ 
Ph Eur name/ 

Common name of product 

(whichever is appropriate): 


Batch number(s): 


Finished product (final lot): 


Final bulk: 
Type of container: 
Total number of containers in this batch: 
Number of doses per container: 
Composition/volume of single human dose: 
Date of expiry: 
Date of start of period of validity: 
Storage temperature: 


Marketing authorisation number issued 
by (Member state/EU): 


Name and address of manufacturer: 


Name and address of Marketing 
Authorisation Holder if different: 


3.2 Production information 


Site of manufacture: 


Date of manufacture: 


Summary information scheme on batch specific production data including dates of different 
production stages, different production site(s) where relevant, identification numbers and 
blending scheme. Indicate if a reprocessing step has taken place. 


For multivalent vaccines, the attributes and tests for each strain should be included in the 
sections below where relevant and according to the approved marketing authorisation. 
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3.2. Starting materials 


3.2.1.1 Cell Banks 


Full details on master and working cell banks upon first submission only (e.g certificates of 
analysis containing the appropriate information for the identity of the cell banks may be 
provided) and whenever a change has been introduced. 


Master cell bank (MCB) No and preparation date: —— ^^ ^ — 222 


Working cell bank (WCB) No and 
Prepatauondate sig tales acne a d 


3.2.1.2 Linear plasmid DNA 


General information (batch number, date of manufacture, volume, storage temperature, 
storage time and approved storage period, tests (e.g. as listed below),...) 


Appearance 
Methods.  .— ^ — — esee pe Eee e hah 


BPECHICaHONy = a cM MM ME 
Date =  À I IIIIlLL Em 
Result: — — j.- j= = = = 5 ——— — — — — — — —Sesetietiseeukieetivie na hana qas 


DNA concentration 

Method MM eS bap thas ue a MIO, 
BPECINCAHOM Si e paru EE 
Dates ©  LLLLLLLCLII11 reread a aE RTE 
Result = =  |— CL = |^ 252 uwina asta sss 


Plasmid identity Gif applicable 

Methods: C © C = S = llle nM a ile 
Specification: — jé=- j(§é= jj L T - = —— sedisse eta ete Yo Regu Pu eee eese Ye Feet 
Date: — o f r LWIAAeAI^, TT DETULIT 
Rësülta ence il Seat mm Sal aa Seo Sea 


Poly A integrity (if applicable 

Methode ^ 0-7 0. 00 í ea Dui odi adaa 
Specification: $= qj gj == j= —— —— — — — —— — — — — — S3SisssesisinyrsiN Phase vu EET E 
Wate aE noter 
lo ————__, Bates Rad a NNI S ls Sua 
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Linearisation efficiency 
Method: ^" © = © C GNI de esito odere 


Speta == == = = n e eese eA aH 
Dates ° = = = = = LI] Emm 
Doo HS rae TENTE CAE 


Residual Protein (if applicable) 
Method ?0— ^ =  Skedeeieee seed ede odds 


SpeedeaBlol s — 0 0 0 0 0 0 0 0 0 C 5 0 a at el saa RR le aha 
Date = = = =  — — —  — -*déjtasiuiun Ea anaiai 
Result — — — — j= == == iaa a ru ns 


Residual DNA (if applicable) 
Methods . 5 ^" CG ^ = miesdwerhuieee S aa Sa a 409, 


Specification? = qj —-= —— —— s e I L II — — — — — — UIÇII L seaieciineiscteiin iesus rete. 
Date; OC o = Y . ésta a e tepidis 
|o MM — 1l» ORN EO EE 


Residual RNA (if applicable) 

Method: MM SÉ = Jlllll^l^l ^JIx9À^--—--—-—-——-————— "e 
Specification: $= jg. j= jj = = aiea ranea aias 
Dates, ZZ LLL LLLVAYAeVA^M^II I QQOODT)J PT omnem 
| op = = ÉL» J»llllÀ^^ I^ ^e JO UM UEM und HEINECR PEE 


Bioburden 

Method: 4 4 |) | | C = aaa patus 
Specification: — $$ «8 j= = — — — — — miiiay Sa unai 
Dru MEM rr J 1lll^»* EA 
Result 00h aie eS E totque 


Endotoxin 

Method: = j= j= e  — = a Ea 
Specification: — = 0 0 05 5 = = — —— lL ll  — *Ubassqs SM ohaeuuniiea paie 
Dates sree eae TRE Lo tite addens 
Result aa Bc i tie ie pss ue: 


pH (if applicable) 
Method: c C H^" 2 — b aueeeeee em e e etetesesitke tiii las 


Specification = = a eats Masi ues Ragen ssim: 
Dates. era niet tS, ah umma 
Result? 4 £4 4 =  "  —» Oa hs sche Girvan dite edes ni 


3.2.2 Intermediate stages 


Production details, in-process controls (e.g. as listed below) and dates of tests. Identification 
of intermediates e.g. bulks, steps yield. Safety tests on intermediates and controls e.g. sterility, 
adventitious agents, special tests. Details on storage conditions... 


EDQM » OCABR Network Human Biologicals » released online 12 December 2023 


Page |7 


3.2.2.] mRNA 


rie MM CG C — 1n^lliiüAILQLIisViiQe unc 


Date of manufacture: — 1 1 1 1 1 1 Q... aannseseseeeeseseeee n eeerrtenee eee 
Site of manufacture: 4 1'1I^l^l"pnl]l^nl QQDDMMMMMMMM 


Volume, storage temperature, storage time and approved storage period: 


Appearance 
Method: |. acne ater W aa ol ds 


SDEOHICAEODS. hci Match a atte oie 
Date == = = ._ooI E = = gait Dmm 
Result = — j= = = == — — — —  — dinis laqla Rire. 


Identity of encoded RNA 
Methodo © © 245A S aa a e s vectus 


Specification: = j=  — qj. = += —— — —— V disset m e iti M kV Rees 
DD MM MSS X 2 e Zozusuz22 s E 
Result C C “uu H as ipiis 


Content (RNA concentration) 
Method: C — . hee esee eere deseas 


Specification? — — qj j= >>  —— — €IINLU == — — — ——  sedatecinuictoiie de eeu vid redeed 
DL MEL C í L LLL ICLOIU)IMDDILLLTTTUUTDEREEEGUREE 
Result .— ^^  — — —  JüsdüeninstieuMenii 


RNA integrity / purity 
Method: /— ^ | - ^ = wea uso 


Specification: — — jg — —— —— —— —— a aa aa stad cis recs 
Dro eae oomen 
Result eae NORD 


RNA impurities (if applicable 

Method: = oeoeCoeexIeyx = = = akin ukuna icc diiatus 
specifications. — $g. +§§  — — — — f basa dag’ e eoi ipie 
Dru MEM r Q1 1» J lll» 11 LL LOEO 
Result ^ - — — —  — halite GE bate eset ti etu 


5' Cap 

Method: = = = = SM "l*'*1l»1llllcÀÀ LL, MD METRI NETT 
BPECINICANOM =: —— 0 0 000 0 0 00 00 55 *Ufsgss echas Mp esie 
Dates —— C L r rk U U í teghiitiiiitie dt to aedes 
Result: C. ^uid idee asnu 
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Poly(A) tail 
Method: 
Specification: 
Date: 

Result: 


Residual DNA template 
Method: 


Specification: 
Date: 
Result: 


Residual dsRNA (if applicable) 
Method: 


Specification: 
Date: 
Result: 


Residual solvents (if applicable) 


Method: 
Specification: 
Date: 

Result: 


pH 

Method: 
Specification: 
Date: 

Result: 


Endotoxin content 
Method: 
Specification: 
Date: 

Result: 


Bioburden 
Method: 
Specification: 
Date: 

Result: 
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3.2.2.2 LNP (if applicable) 


Baich/N -. = C C = 1^5 — — | ^ O  gseestsseuiii botes etie N 


Date of manufacture: = ZZ 11*1'1L1Il^ll»ll QN 
Site of manufacture: 4. 1I^l""" ^|npn Q(u INN 


Batch size, storage temperature, storage time and approved storage period: 


Appearance 
Methodi. = | || || ||| || |||  eünenieluesc iei a mn qis 


Specification: = = «== =  — 5 — — — —  . Ba9iUSIINUNI DONUM 
Dates M ÉL Z2 *»»^iIIAI^IIes I I SS AL» ll ^ ALLG? TUMOR hte 
Résulti- — ean hs the Seas Seale cada ta Pe ERES 


LNP component identity of each 

Method: i ec et aan Bae Sa pie cuo Mi estat 
SpecIeaHOD)-: = == j= = = tA Vases istis e v Hae SERES ARUM 
Date, = = = = = = = E 
Result O |) —— — | —  — — — — —  — — — — diuidi cipi inis 


LNP component content of each 
Method: MM S M2 2 2 Ü OQ1Q»Q(1Ó:018DBD0D" ^h" lll 


SPECII GAHN aha roD tap Moa LT 
Date BSR E 
Result: O qj = = — — — — — —— . Se HERE AEn TE e ia 


LNP impurities 

Methods MM SQL LLII*V VI*AIAIAMÁW (e n E TNT 
SPECIIICAHION a v camo M LUE 
Dr MM O YUNUN As EEEa Ees 
Result! = = j= = — = —— — —— — ———— Sedibus  E 


LNP size 

Method a — 0 00 00 0000. digtacibripiiide o em qo Md dd 
Specification: aaah S a a 
Dr EMEN ZZ Z Ll1lÉ AVERA a ASE aTe 
ho (BER o UN END IAS aaa 


LNP polydispersity 
Method? = 254 dgdédüseuedceeee cite Qe es eo Oe eges 


Specification: $= Q ces N NI. — GARE Yo Ie aun eee assia Ferd 
Dates E E ate cae te eels oa hat 
Result; 20202020 hated a Se ee Seat RUE EE 
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pH 

Method: 
Specification: 
Date: 

Result: 


Osmolality 
Method: 


Specification: 
Date: 
Result: 


Residual solvents 
Method: 
Specification: 
Date: 

Result: 


Endotoxin content 
Method: 
Specification: 
Date: 

Result: 


Bioburden 
Method: 
Specification: 
Date: 

Result: 


3.2.2.3 Intermediate bulk (if a 
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Report results of tests for each batch of intermediate bulk used in further processing. 


Batch N°(s) of intermediate bulk: 


Date(s) of manufacture: 


Site of manufacture: 


Appearance 
Method: 


Specification: 
Date: 
Result: 
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pH 

Method; = j= = = = ARARA R aset. 
Specification: © a Saal cena sacha S os ra 
Dates Ra RRB a n us 
Results — 4 4 =, ini a nii 


Identity of encoded RNA 
Method; 4 ih Sh ED eS AES t aN SL 


SpecHiGAaHOT]- — 8 à à — — —  — — — — — — — teditiscihidseciéqeedicisuheid saute: 
Dates NM 2 2 Ll1l»"' — D LL LLG?ÀONnBOBABAx—1 TOO 
Result: ^. = C = — .o|esbhxgnekeedvepeeeit A 


Content (RNA concentration) 
Method? . .— ^ "^ C — EE Sad se na 


Speclpadon? O | qq j= C | a ee t dins 
Date eich "vm 
Resmi ile Rates OE A nu u Sos 


RNA encapsulation 

Method: /- = — = = = «ss egentstimiecei eive 
Speciation? ë — 0 = === j= = —— —— — — —— — ¿213522 sassa sis Ass sake 
Dale a ^ al latices ag rd vel 
|n eich m 


RNA purity 

Method: = = = = T ,.eeapetiitdsediiuiepedudtetida 
SpeeWicalonss — 00a Site eM Mee a Sia earl acne Papia. 
Dates 2 Re AO Salers dee 
Result; = = = = 222 iiid 


RNA impurities 

Method? ~ j= j= f C qj. o a rias Ea h 
Specificato: © i E NC HEINE 
Dates = l  — — -düthkesiieiidsegüiiugi d 
Resul: . = = L = = — — — — — siiis ieu 


Osmolality 
Methods .  — — — — —  sMeeteitc Sed este vites tee 


SDEOGHICAEODS. hae ae teh u Sau Bi 
Date = = = = dista MO OR UICE 
Result; = = qq É L1n^|l^ l^ l|» 1l P TI HIE E 


LNP size 

Methods i ce qur DD 
Specification: — j= jj I IIICILIL = —— —— V dites n tiv es 
Ir cM SM  Q121Ü(—»l^|^1iil» 1^ ^A^INNLDLOYTMTTILTLDUIDRDIM TORT 
I MM SMS ÉL 21 1^*J llQ[| lll» “susosiu ya Saim 2hanissa 
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LNP polydispersity 
Method: 


Specification: 
Date: 
Result: 


LNP component content for each 
Method: 


Specification: 
Date: 
Result: 


LNP impurities (if applicable 
Method: 

Specification: 

Date: 

Result: 


LNP component identity for each 
Method: 

Specification: 

Date: 

Result: 


Endotoxin content 
Method: 
Specification: 
Date: 

Result: 


Bioburden 
Method: 
Specification: 
Date: 

Result: 


In-vitro expression 
Method: 


Specification: 
Date: 
Result: 
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3.2.2.4 Final bulk vaccine (if applicable) 


Batch N? and volume of final bulk vaccine: 


Date of manufacture: 


Volumes, batch number (s) of all components 


used during formulation, storage temperature: 
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Report dates, volumes, in process controls and results of tests for each lot, using extra pages 


if necessary. 
3.3 Batch of finished product (final lot) 


Manufacturing site: 


Batch N°: 
Date of filling: 
Type of container: 


Number of containers after inspection: 


Filling volume: 


Appearance 
Method: 


Specification: 
Date: 
Result: 


Appearance (visible particles) 
Method: 


Specification: 
Date: 
Result: 


Appearance (sub-visible particles) 
Method: 


Specification: 
Date: 
Result: 


pH 

Method: 
Specification: 
Date: 

Result: 


Osmolality 
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Method: 
Specification: 
Date: 

Result: 


LNP size 
Method: 
Specification: 
Date: 

Result: 


LNP polydispersity 
Method: 
Specification: 

Date: 

Result: 


RNA encapsulation 
Method: 


Specification: 
Date: 
Result: 


RNA content 
Method: 
Specification: 
Date: 

Result: 


LNP component content for each 


Method: 
Specification: 
Date: 

Result: 


LNP impurities (if a 
Method: 
Specification: 

Date: 

Result: 


LNP component identity for each 


Method: 
Specification: 
Date: 

Result: 


Extractable volume 
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Method: = = = — Kipa aa aispa 
Specification: = jg j= —  — = = acd sguledgaeatehssucdevndsauenanes EEEa 
Dates a Raa La MRE HEELS 
Resmi aera ada Eiht seal aha aca 


Identity of RNA encoded sequence 
Method*. 4 C“ ^" | |. sxemeiuestieisttedt t os ike 


Specia eal atic aene dtd imde dti. 
Dates 11 LL 253 EO 
Result. MM = ÉL Ll»»""nl"^ll^|* LL LLL 


In-vitro expression 

Metode C C BSE ELEM 
Speciation aE aaa a a a ua 
Datè- Z1 1" LLIABIBIABLLAAAAIÉDSOUUDUDUIJA" Tm 
Resale; = q- j= = = guayusa sh eode 


RNA integrity / purity 
Method?. ' — ° C C C — — — — hide aku C ertt Du 


Specification O OO — — = — — — — — — —  —l[seusisieamttest iud 
Iro M MZ Z LM LA l LLLLLIIILL])D UT m 
Result Oa Si e 


RNA impurities Gf applicable 

Methods © ° ~~ * 6 - 0 c Asset ete Relea fur 
Specligalont ^ == qj gj 85 5 j= — a aes Si 
Date — — LIVIIS2QQdDJJJ ee Oe ao 122 
Result, Sea eS Rate Ra eee ie EINE 


Residual solvents (if applicable) 
Method: - =~ ^v C 4 .oeidesieegte sss vereri vite 


SpeclijaHOnt  — ——  — — = — — — — —  .aissdesitvnkissrate easier einge 
DO AMEN eee il rm 
Result - gj j= = = C — — raaa Viu URN 


Endotoxin content 

Methodo - C — CC C — C f WSQ a na u Suha. 
SpeeHieaEODS. “222 aaa aa 
Dates eR tmt 
Result; 42 4 4 = = = e S S9 IlIJe CoU 


Sterility test 
Method; 42 Rinne ae sl ROD Aleta eed dnd 


Medias. apa nt Ral mo WEE 
Volume inoculated: —| |. |. | | |  .ssssnsaeeeeeeee] emeret 
Datë testoni ^ |) ||| ||| ||| | |^ |  - iauniuautdieoiisniliciie iiie 
iC ur ak Sha seuss sears asia gs Tasia 
Result e EU 
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4. Certification 


Certification by qualified person taking the overall responsibility for production and control 
of the product: 


I herewith certify that (name of the product) batch N? was 
manufactured and tested according to the procedures approved by the competent authorities 
and complies with the quality requirements. This includes that, for any materials derived 
from ruminants (bovine, ovine, caprine) used in the manufacture and/or formulation of the 
batch of product specified above, all measures have been taken to demonstrate compliance 
with Directive 2001/83/EC and amending Directives 2003/63/EC and 2004/27/EC. 


In addition the OMCL performing OCABR has been notified of all relevant approved 
variations that have an impact on product specifications or on data supplied in section 3 of 
this protocol as described in the EU administrative procedure for OCABR. 


Name: 


Function: 


Date: 


Signature: 
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